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Miglietta F et al., ESMO Open 2022

Breast cancer subgroups:



Miglietta F et al., ESMO Open 2022

HR+/HER2- MBC:



HR+/HER2- MBC: treatment algorithm

Gennari A et al., Annals of Oncology 2021



Tripathy D et al., Clin Cancer Res 2017

HR+/HER2- MBC: rational for CDK4/6 inhibitors



HR+/HER2- MBC: CDK4/6 inhibitors

O’Leary al., Nat rev Oncol 2016



HR+/HER2- MBC: CD4/6i in endocrine sensitive pts

First line (de novo MBC or DFI>12 months from OT for EBC)

Miglietta F et al., ESMO Open 2022



HR+/HER2- MBC: CD4/6i in endocrine resistant pts

Second line or first line with DFI<12 months from OT for EBC

Miglietta F et al., ESMO Open 2022



HR+/HER2- MBC: beyond CDK4/6 inhibitors (1)





HR+/HER2- MBC: beyond CDK4/6 inhibitors (2)

Goncalves MD et al., NEJM 2018

~ 40% of HR+/HER2- MBC have PIK3CA mutation 

Alpelisib



SOLAR-1: study design

Andrè F et al., NEJM 2019



Andrè F et al., NEJM 2019

SOLAR-1: patients’ characteristics



Andrè F et al., NEJM 2019

SOLAR-1: PFS

PIK3CA-WT cohort

PIK3CA-MUT cohort

11 vs 5.7 months 

Δ 5.3 mo



Andrè F et al., Ann Oncol 2021

SOLAR-1: OS in PIK3CA mut



Andrè F et al., NEJM 2019

SOLAR-1: safety



Alpelisib regulatory positioning



HR+/HER2- MBC: beyond CDK4/6 inhibitors (3)

Oesterreich S & Davidson NE, 
Nat Genet 2013
Bardia A, Future Oncol 2019



Bardia A, SABCS 2022

EMERALD: study design



EMERALD trial: patients’ characteristics

Bidard FC et al., JCO 2022



EMERALD trial: PFS

Bidard FC et al., JCO 2022

All patients

Patients with ESR1 mut



PFS by duration of CDK4/6i: in all patients

Bardia A, SABCS 2022



Bardia A, SABCS 2022

PFS by duration of CDK4/6i: in pts with ESR1-mut MBC



Bardia A, SABCS 2022

EMERALD trial: safety



• CDK4/6i represent the current standard of care for the front-line therapy of HR+/HER2-

MBC

- both in postmenopuasal and premenopausal setting

- both in endocrine sensitive and endocrine resistant setting

• The clinical value of PI3K inhibitors in PIK3CA mutated patients with endocrine-resistant

disease is established. The regulatory scenario of alpelisib currently precludes patients

with PIK3CA-mutated disease progressing to CDK4/6i+AI to get access to this treatment

strategy  alpelisib is only a virtual option with no actual positioning.

• BC eventually develop hormonal resistance mainly through the development of ESR1

mutations. Oral SERDs, such as Elacestrant, can become important endocrine

monotherapy agents in second/third line.

Conclusions:



Miglietta F et al., ESMO Open 2022

HER2+ MBC



Tarantino P et al., JCO 2022



HER2+ MBC: treatment algorithm

Courtesy by MV Dieci



HER2+ MBC: an evolving treatment landscape

Miglietta F et al., ESMO Open 2022



The "New" Antibody-Drug Conjugates (ADCs): 

Trastuzumab deruxtecan

Krop et al., SABCS 2021



Rinnertalet G et al., Int Mol Sci 2019; Cortes J et al., ESMO 2021

Mechanism of action



DESTINY-Breast03: study design

Cortès J ESMO 2021; Cortès J et al., NEJM 2022



Cortès J ESMO 2021; Cortès J et al., NEJM 2022

DESTINY-Breast03: patients’ characteristics



DESTINY-Breast03: PFS

Cortès J et al., NEJM 2022

Median FU for T-DXd was 16,2 months and for T-DM1 was 15.3 months



Cortès J et al., NEJM 2022

DESTINY-Breast03: PFS in subgroups



DESTINY-Breast03: OS

Cortès J et al., NEJM 2022



DESTINY-Breast03: updated results

Hurvitz SA et al., Lancet 2023

PFS

OS

Median FU for T-DXd was 28,4 months and for T-DM1 was 26,5 months



DESTINY-Breast03: ORR and best response

Cortès J ESMO 2021; Cortès J et al., NEJM 2022

T-DM1

T-DXd



DESTINY-Breast03: safety (1)

TEAEs in ≥20% of patients

Cortes J, ESMO 2021

Most drug-related TEAES were gastrointestinal or hematological in nature.



DESTINY-Breast03: safety (2)

Adverse events of special interest

Cortes J, ESMO 2021



Guidelines for the management of T-DXd induced ILD:



Incidence of ILD after implementation of toxicity
management guidelines:

Powell C et al., AACR 2021



HER2-selective TKI: Tucatinib

Tucatinib

Hayes DF, NEJM 2019



HER2CLIMB: 
study design and patients’ characteristics

Murthy RK et al., NEJM 2020



HER2CLIMB: PFS and OS results

Murthy RK et al., NEJM 2020

Δ 2.2 mo Δ 4.5 mo



HER2CLIMB: final OS analysis

Curigliano G et al., Annals of Oncology 2022

Δ 5.5 mo



HER2CLIMB: PFS and ORR
among patients with brain metastases

Murthy RK et al., NEJM 2020

Lin et al., SABCS 2021

Δ 2.2 mo



HER2CLIMB: new brain lesion-free survival

Lin NU et al., JAMA Oncol 2022

24.9 vs 13.8 months



HER2CLIMB: safety

Murthy RK et al., NEJM 2020



Post-ESMO 2021 treatment algorithm for HER2+ MBC

Courtesy by A Musolino



Miglietta F et al., ESMO Open 2022

HER2-low MBC:



Tarantino P et al., JCO 2022

HER2-low BC definition and features

• Most HER2-low BC expressed hormone receptors:

- 65-85% HR+ HER2-low

- 35-15% HR- HER2-low

• Similar biology and prognosis between HER2-low and HER2 0

HERHER2-low



Negative results of monoclonal Abs and "Old" ADC in HER2-low BC 

• NSABP B-47 demonstrated that adjuvant

Trastuzumab is NOT effective in these tumors,

likely due to their low or absent addiction to

HER2 signalling.

• Similar NEGATIVE results with Pertuzumab and

TDM1 in advanced setting.

Fehrenbacher L et al., JCO  2019; Gianni L et al. JCO 2010; Burris H et al., JCO 2011; Paik S et al., NEJM 2008 



DESTINY-Breast04: study design

Modi S, ASCO 2022; Modi S et al., NEJM 2022



DESTINY-Breast04: patients’ characteristics

Modi S et al., NEJM 2022



DESTINY-Breast04: PFS

Modi S et al., NEJM 2022

Benefit was observed across all stratification subgroups, including according to HER2-low (IHC1+ or IHC2+IISH-) and prior CDK4/6i 

median FU: 18.4 months



DESTINY-Breast04: OS

Modi S et al., NEJM 2022



DESTINY-Breast04: similar results in HR- (Exploratory analysis)

Modi S et al., NEJM 2022



DESTINY-Breast04: ORR, CBR and duration of response

Modi S et al., NEJM 2022



DESTINY-Breast04: safety



DESTINY-Breast04: PROs (1)

Naoto T Ueno et al, ESMO 2022



Naoto T Ueno et al, ESMO 2022

DESTINY-Breast04: PROs (2)



Conclusions:



Grazie per l’attenzione!


